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(minor; R-enantiomer), 25.5 min (major; S-enantiomer). The product was dissolved in a mixture of dichloromethane (6 mL) and heptanes (4 mL) and after crystallization overnight at −20 °C. The solid was filtered off and the solution containing the enantioriched compound was evaporated and analyzed by chiral HPLC afforded enantio-enriched product as a colourless oil in 77% overall yield (400 mg, 1.51 mmol, ee 95%). Spectroscopic data are in agreement with those reported in literature.
2 Chiralpack AD column, hexane/iPrOH 8:2, 0.8 mL/min, λ = 254 nm, t = 19.4 min, t = 29.3 min.
(S)-2-(1-Oxoisoindolin-3-yl)malonic acid (10).
To a solution of isoindolinone 7 (40 mg, 0.15 mmol) in a mixture of dichloromethane/methanol 9:1 (1 mL) was added NaOH 2 M (500 μL) in methanol and stirred overnight. The solvent was removed and ethyl acetate added. The aqueous layer was acidified till pH 2 and extracted four times with diethyl ether. The combined organic layers were dried (MgSO 4 ), and the solvent was evaporated to give the pure compound. were determined by derivatization of the compound into methyl ester 12.
(S)-2-(1-Oxoisoindolin-3-yl)acetic acid (9) from 7. A flask containing a solution of isoindolinone 7 (320 mg, 1.20 mmol) and HCl 6 M (2 mL) was immersed in an oil bath preheated to 150 °C and the solution was refluxed for 30 minutes. The mixture was extracted with ethyl acetate (3 × 15 mL).
The combined organic layers were dried (MgSO 4 ), and the solvent was evaporated to give compounds 9 which were purified on silica gel using ethyl acetate. Chiralpack IA3 column, hexane-i-PrOH 8/2, 0.6 mL/min, λ= 254 nm t=13.2 min and 15.5 min.
Synthesis of Belliotti (S)-PD 172938 (S)-3-(2-Hydroxyethyl)isoindolin-1-one (13)
.
(S)-(2-(4-(3,4-Dimethylphenyl)piperazin-1-yl)ethyl)isoindolin-1-one (S)-PD 172938 (3).

Synthesis of benzodiazepine-receptor agonists derivatives (S)-3-{2-[4-(4-Methylphenyl)piperazin-1-yl]-2-oxoethyl}-2,3-dihydro-1H-isoindol-1-one (17).
Compound 9 (60 mg, 0.31 mmol), 1-(4-methylphenyl)piperazine dihydrochloride (16, 53 mg, 0.31 mL/min, λ= 254 nm t = 33.4 min, t = 37.5 min). After removing the solvent, the residues were separated by chromatography on silica gel to afford the desired compounds. data are in agreement with those reported in literature. 4 Chiralpack IA3 column, hexane-iPrOH 8/2, 0.6 mL/min, λ= 254 nm t=12.4 min and 13.4 min). 
General procedure for the arylation of isoindolinones
1.387 1.429 1.544 1.577 1.624 1.749 1.819 1.856 1.884 1.935 2.028 2.072 2.199 2.241 2.601 2.630 3.150 3.253 4.379 4.390 4.414 4.447 4.656 4.684 4.719 5.279 5.323 5.359 5.402 7.536 7.568 7.739 7.770 7.978 8.005 8.140 8.171 9.
